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Description 

This Invention relates to a highly soluble 
triaJine saJL 

rr Is known mat certain 3.5-Oiamlno-6- 3 
(substituted phenyl^l^^trfeziries are octtve In the 
treatmom of CMS disorders, such as psychiatric 
end neurological disorders, and are also useful as 
ancconvuteants, for example in the treatment of 
epilepsy. These trfazmes are ateo non-depressant to 
el therapeutfc dose levels and are therefore ad- 
vantageous as compared wifh depressant antf*ept- 
toptics such as phenobarfoltone. 

A particularly preferred compound of this type 
is 3.6^amIno-8-(23^c^brophenyt>'l^.4-|riaz<ne rs 
(e.g. Quropean Patent 21121). For parenteral ad- 
ministration the compound is desirably presented 
in the farm of a sterile aqueous solution sUtablo for 
injection. However, the compound ts only sparingly 
soluble In water necessitating administration of an so 
undesirably Targe volume of aomiOon to achieve a 
therapeu&c dosage. Common phejmaceuttcairy ac- 
ceptable salts of the compound 04. the citrate, 
tartrate* maJeate, stsrate. suceJnatB. fumarate, 
phosphate, sulphate, benzeriesulphnnata, 4*. ss 
to^uenesutphonaie, 4-acotDamroobeuzQate and N- 
acetytgrytinate, all nave soiuMUtes below 20mp/mL 
However, wo have surprising?? found hat Hie 2- 
hydioxyethanesulpnoiWtB. hereinafter referred to aa 
the tscthtonate, has a much Ng^ water solubifity. n 

Thus the present Invention provides 3.6* 
Dten^no-e<2 ( 3-o1c^^ 
isetMBtfaSBv 

The present invention provides In particular 
crystal mi 9 j&-DIarnrno44?J3<^^ 2A- » 

trfeztne leethtonate. 

The bethfonate salt of this compound may be 
prepared by reacting the compound or its salt with 
isethiooJe acid end Its sett. 

Thus the present Irrvenfton also provides a *o 
process for producing 3J5-OiamlrKHuM2>dch- 
lorophenyl)-2 v 3.4-trfa2lne teothtonu tp which process 
ou t it p i toes reacting 3^D4amlno-6-(2 1 3^*chr 
loraphenylHi2.4-triazlne wtth Isethtonfc add. 

Preferabty the motnr rano of trtazsio to add is 49 
from 1 3 to 3:1 , and In particular epprojd ma tety 1 :1. 

toethfonio add decomposes and Is therefore 
conveniently made In situ when cany In 0 out the 
process of the Invention. For example an alkali 
metal teoihr'onate In solution Is converted to so 
IsethJonlo acid e.o. by passing an aqueous solution 
of the teeth locate through an H+ion-euchanga resin, 
and the triaadne Is then mixed wtth the resulting 
add solutton. Typically the reaction solvent ts water 
and when thla b so the re&tton may be pwformed as 
at temperatures of from 4 to 60*<X convenr ent fy at 
ambient temperature and without the need lor any 
pH adjusters or other additives, 



The rsethionato salt formed may bo rccrystat- 
Oied trom e.g. Industrial Methylated Spirit to pro- 
duce crystals of 3.5-0ia/runo-^2.3^ch- 
kroprteny1H>2Atria2ine isethionate which reaolty 
dissolve in water. 

The present invention further provides a pro* 
cess for producing 3,5^0iemfno-6-(2 l 3-dich- 
brophaiylH<2.4 trlazine isethionate which process 
comprises reacting a 3,5 Diammo^H2«9-djch~ 
lorn phony IM 2 A trtazine salt other than isethionate 
wfth an tsethionate anion. Preferably the ratio of 
salt to anion is from 1:50 to 50:1. More preferably 
(he ratio Is approyimatery 1:10. Preferably the reac- 
tion is carried out by eiutlng a solution of the salt in 
methanol through a column of (sethionaie anion 
exchange resin. 

In this case 1he 3»5-Dia/nfno-6-(2.3 dlch- 
lcrophenyt>- 1,2.4 efezino saft is preferably 3,5 
aamfno-6-(23 dlchlofophenylM'A* trtazine 
mesylate. 

3.54)»8mrno-6K2^x^ rophevry (>- 1 ,2.4- 
biazme may be made as the base by the process 
described fn European Potent No. 21121 by 
eyefcabtm 2*v23Kl)ciUorcphenyt>-2- 
(guanCdinofrnino) aoetonJUIle, 

An alternative method of making the tirazina 
base is (0 react arnfnogiianldlne with benzoyl cya- 
nide* This may be done by meeting acidified .{04. 
with an inorganic add) amlnoguanf dine bicarbonate 
with benzoyl cyanide and refhndhg In a Ci-d 
aKanoL 

The cyclfeafion reaction Is normally carried out 
by reftuotfng In an alkanol» proferabfy a C tM « aikanol 
such as methanol or ethane!, fn the presence of a 
strong base such as potassium tiydrcpdde. The 
preparation of the starting compound for the 
cycYzatfon reaction Is analogoue to that described 
In the literature Low U.&. Patent No* 3837638 for 
Btructuraily related compounds. 

We have now found that the cycJsaflon reac- 
tion can be carried out fn the presence of a strong 
add. 

The present invention also provides a phar- 
maceutical formulation comprising 3,5-Otenilno-d- 
(2.3-dfchloroprienyf)- 1 ^4»triaz!rte teethlonato, and a 
pharmaceuttcaily acceptable diluent or carrier. 

Although (he Csethionate salt ts advantageously 
administered ee a sterile aqueous formulation, ei- 
ther orally or pamnteraty. It may also be prepared 
as a suppository, or eppSed topically as on oint- 
ment, cream or powder. 

For oral administration the salt may be pre- 
sented in a draught hi water or In a syrup. In 
capsules or sachets in the dry state or In non- 
aqueous suspension In which suspending agents 
may be Inctudad. Alternatively, the safl may be 
presented as an effective unit dosage, tor Instance, 
compressed as s tablet or the Eke. The usual 
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pharmaceutically acceptable additives may atoo be 
present e g. flavouring, colouring, preserving, sus- 
pending, thickening or emulsifying aoenls. 

The present invention also provides sterile 
aqueous pharmaceutical formulations comprising 5 
3,«lamlno-6K2.^oIchtoropfienyi>-1 -2.4«triazine 
isetNonate. 

The salt will be present in (he aqueous for- 
mulation of the prevail invention in on amount 
suffo'ent to be effective against CNS disorders [n ro 
vivo and the forrruJatfoo may be In unit dosage 
tern. Up to about 230m g/ml of the salt, cafcutatad 
as free base, may bo present in aqjoous formula- 
tion. However, typical coiKentratlons of me salt to 
solution are 10 to 70mg/rnl, preferably 10 to is 
50mgmiL For parenteral administration the salt may 
be presented in sterile aqueous injection solutions 
which may contain therapeutfcafly acceptablB ac- 
cessory ing reel ante such as arrti-oxidants. buffers 
and agents to adjust the os molarity of the solution, so 
• Preferably anions such as chloride and phosphates 
are not present In the solution, since these tend to 
exchange with the rsethionate salt to form 
predpftAtes. 

The present Invention also pro/idee a process as 
for producing an aqueous formulation comprising 
3,6-DJarrUno-&<2 < 3-dcrttorophenyl>-1 ,2,4-trlazlne 
isethtqnate wrtch process comprises dissolving the 
toeihlonate to aqueous media, suitably sterile viator 
tor Infection, The solution may be diluted before a> 
use to the required concentration, ft Is not generally 
necessary to adjust ihe pH of the solution 

TrST^resent Invention ceneJeobe used to treat 
a human or animal suffering from or susceptabie to 
a CNS dsorder by aoraWstertng to the human or ss 
animal an off ecflve dose of 3£-O1emlno^0Odfch- 
iorophanyfrl A'HrSazine teethJonats. 

The present Invention can also be used to treat 
a human or animal suffering or su&captibfe to a 
CNS disorder by admbuslering to the human or • «o 
antmaf en eflfoctfve amount of a pharmaceutical 
formulation composing 3^4Xomino^-(2,Wicrv 
torophonyl^l ,2,4-trlazfne tsethlonato and a pharma- 
ceutfcalV acceptable effluent or carrier. 

The present invention can further also be used «s 
to treat m human or animal suffering from or sue- 
cepfible to a CNS dsorder by administering to the 
human c*, animal an effective amount of a sterile 
aqueous formulation comprising 3 4 5-Dlamlno-9- 
f?.3-dk^tcropheny IH Z4Hriaaim> IseWonate. Pref- oq 
erably treatment Is by parenteral administration. 

H the aqueous formulation is to be admin- 
istered psrenterally then, preferably, it (s e simple 
aqueous solution which Is diluted with, and Infused 
fa a dextrose solution eg. a 5% dextrose solution. 55 
at the time of administration. If dextrose Is present 
In the aqueous formubtfon for to no periods of time 
at eievsted temperature &.g. during long-term stor- 



age, there is a tendency tor the mo* logiucoside of 
(ho Rsethionate salt 10 form, and ft is theriefore 
preferred to add the dextrose at the time of admin- 
istration. 

The present invention also provides 3.&- 
DiarnIrv>^2.3-dichlorophenyl f -t ,2.4-trtazfne 
iaeihionato for use In a method of treatment of the 
human or animal body by surgery or therapy or of 
diagnosis practised on the human or animal body. 

The present Invention also provfctos a phar- 
maceutical formutaaon comprising 3.6-Oiamino-e- 
(2.3K*icttorophenyO-1 .2.4-triazins Isethionate and a 
ptamiaceufcany acceptable diluent or carrier for 
use in a method ot treatment of the human or 
animal body by surgery or therapy or of diagnosis 
practised on the human or animal body. 

The present invention further provides an aque- 
ous formutatfon comprising 3,S-Oiamlno-6-(2.> 
dechiorophonylr-1 Z4>mazirjO isothionats for use in 
a method of treatment of the human or animal 
body by surgery or therapy or of diagnosis prac- 
tised on the human or anrmal body. 

The salt, and pharmaceutical and aqueous for- 
mulations of the present Invention may be used for 
the treatment of CN$ disorders, and in particular 
epilepsy. In humans. 

The. doss Is normally tor O.lmg/kg to 30mo/kg 
per day of the sa& calculated as Tree base, prefer- 
ably O-SmgAqg to drng/kg per day* Tho dosage for 
adult humans is generally from 8mg 10 2400mg per 
day of the salt calculated as the free base, and 
preferably 23 to 400mg per day and this may be 
given as a single dose or In divided doses. Srnco 
the salt Is extremely long acting, ft may often be 
advantageous to administer an Initial dose of 70 to 
2400rng the first day and tho a lower dose of 20 to 
1200mg on subsequent days. 

The following Examples illustrate the prepara- 
tion of the salt of. the Invention and formulations 
containing a* 



Bcampto 1 



Propagation of 3>.S-Ol«mlrto-6^3-dfchlQrophonyr> 
t,2>triazfne. 

A solution of 2>dtaWorophenyl cyanide (32Q. 
0.16M) ei droethylsulphoxide (BOmla) was added 
dropwise to a stirred suspension ot amlnoguanldlne 
bicarbonate (81.87g, 0.6M) which had been treated 
with OM aqueous nitric aotd <40Qmls) ai a tempera- 
ture of about 25* C. The mixture was stirred for 
three hours, then left to stand at room temperature 
for seven daye. The cooled mixture was stfrrod and 
baslfled with O168O aqueous ammonia (400mls) at 
20 "C. then stirred w*th Ice cooUng for thirty mln- 
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utes, filtered and the resulting solid washed thor- 
oughly with water and finally dried in vacuo . The 
above solid was added to a 10% solution of potas- 
sium hydroxide pellets in methanol (400m b) and 
the solution heated to reflux for one and a ha9 0 
hours. When cool the solution was evaporated 
down fn vacuo . treated with ice water (800mfs) 
then stirred for thirty minutes and filtered. The 
residue was dried and recrvstaKsed for feopropanol 
to oh/e 3,5^nmira-6^2>dicrttoro^ w 
triatine. Yield 6.8g (15.0%), m.p. 218-218* C. 



Example 2 



Preparation of 3,5 Diarnino-6*(2,3 ( tfichlorophqnyf>- 
1*2.4-lriaiine laethionate. 

50 mM of Amberiite (trade rnmlc) IR-45 (OH) 
was mixed with t5 mM (10ml) aqueous isethlonic 
acid and the resulting material was packed into a 
column- The column was then washed with metha- 
nol 0.7g (2mM) of a methanolic sofuiton of 35 
Diamino-6-{2 l 3 dchkxophcnyl)-1.2.4 Iriaane 
mesylate was eluOd through the column. The eJift- 
ant was rBcrystalised from rndustrfal Methylated 
Spirits and gave 3.5 Diarnrno*6-(2,3-<ich- 
tarophenyrl)- 1,2,4 trlarine Isethlonate: ytefd 300mg 
(40%). m.p. 242-243" 0. 



Preparation oi 3>[>amino^2>u^lorophenyl>- 
1,2,4-triazJne. 

Ammoouantcfine bicarbonate {4&lg. 0.WM), ?o 
followed by a solution of 2.3-dlchlorophenyi cya- 
nide (40.00. In acetonltrfie {lOOmlaK was 
added to a sfirred solution of concentrate sulphuric 
add (441 g) In water (24Qmte). The mixture was 
stirred at 20-30 *C for torty-eioht hours and then 2s 
filtered* The solid was added to a coofed solution 
of sodkim hydroxide (2dg) in water (ISOmb) below 
30*C, The suspension was Uttered and the result- 
ing solid washed thoroughly with water and dried at 
80*C. The above solid was added to proparM-ol so 
(30&t)te) and tho solution heated to reflux for ono 
af&aJrit hours. When cool (ho soDd was filtered, 
dried el 100*C and then recrystalHsed from 
propan*l-c4 10 give 3^DiarnfiTC-6-(2 4 3-dlch- 
torophenvlhlA^trlailne, Yieid 21.0g (41%), rrtp. as. 
216-218 C. 



Example 3 

40 

Preparation of 3,5-Dlaminc-B-£>dlchror^ 
1.2,4-triazfcne Isethkinata 

A solution of sodum isethlonate (f4ag t I -CM) *s 
in water (4j0 Btres) was passed down a column of 
ffl 1 20 (H) torvaxchangs reetn and e ruled witti 
water. - 3>Of*iiinc^23«**i^ 
triazine (25eg, 1.0M) was dfesolved in to resulting 
iselhionte add. and the solution filtered and evap- 60 
orated si vacuo . The residue was recrystalltsed 
from IndusutaT" Methylated Spirit to afford &S» 
Oiammo-6K2><*cMoropftdnyi>-i A4Hrfaiine 
bethJonats. YteW 273.3a (72%), mjx 242 "C. 



Example 4 



Example s 

74.62Sg (0.195M) of 3.5-DtwnJno*^>dJch- 
lorophenylH ,Z4-tria2na tssthionate was added to 
and dissolved fn around 900ml of water for m]ao 
(tons BP. and diluted to lOOOml with further water 
for Injections BP, to olvo an aqueous solution con- 
te/nino, ieethionete salt equivalent to 50moAnl of the 
3£-Oi8jnlnc^2.3«ikAB^^ 
base. This sotufion was acceptable on tonicity 
grounds. 

Example 6 

14.02$ (Ou030M) of 3.W)ioniino-e-(2^dlch- 
torophenyl>-1^4-triaxfno fsethfonate was added to 
a solution of 43JBQ (0l221M) of Qextnose Men- 
ohydrate In around 900ml of water for Injections BP 
and diluted to 1000ml with further water for injec- 
tions BP, to give an aqueous solution) containing 
UjetWonat© salt equivalent to iQmgAnl of the 3.5~ 
aair*x>-0K2.3-dcWcn^ bese>- 
Thte solution was acceptable on tonicity Grounds. 



Oaten* 

1. 3>0tonino-6^>dlch!orophenyi)-f ^4- 
triezino isothJonato. 

2. CrystaQtno 3»&^tamino^(2>cSchlorccncny1>- 
i^4-tr1a2ine isethlonate. 

3. A compound as claimed In daim I or 2 for use 
In medicine. 

< A compound as claimed In claim 1 or 2 for use 
In the tteatmenl of epilepsy. 

a. An. aqueous phajrnaceuttcat fomtulatton corn- 
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prising a compound as cJ aimed In claim 1 or 2. 

6. A pharmaceutical formulation comprising a 
compouKl as claimed fn ctafm i or 2. fn ad- 
mixture with a pnarmaceuocatly acoeplaWe 
diluent or carrier. 

7. A formulation as claimed In claim 8 whonoin 
the dlfuent Is a dextrose eoJuUoci. 

&, A formulation as claimed In any one of claims 
5 to 7 for use in mortcJno. 

9. . A formulation as cfatmod In any one of claims 
5 to 7 tor use tn tho treatment of epilepsy. 

1a A process for the production of o compound ae 
ctalmed to claim t or 2 comprising reacting 
W-dlamfno-H2>dkJ)toroprmnylVt .2,4- 
triatfne with isaWonte add 

1% A process for the producttan of a compound as 
cta/med In ciafm 1 or 2 comprising reading a 
3J5 cfiamlno-6»(2.3 dtchforophafnn>1 2A 
Marine salt other than tsothionate with an 
tsaCruonate anfoa. 

Claims for ma following Qorftacting States: AT, ES> 
GR 

1. A process for producing 3,6-dJa/nfno-6-CW- 
dJchlorophonyD-1 J2.4^rlazfne ferthtonato com- 

•^Smg wactfng a - S^oliwdno-8-<Z,3^ch- 
Icrcpherryi)- 1 ,2,4-trlazf no with teethlonic add, 

2. A procosa as claimed In claim 1 wherein (ha 
molar ratio of trtajtne to add la from 13 to 3.-1. 

& A process as defined In claims 1 or 2 whereto 
the motor ratio of tndzfno to add la approxi- 
mately 1:1, 

4> A procosa tor producing 33 damino-3-GU 
tfchforaphenyfH.2,4 trlarine Isathtonate can* 
prfsmg reacfr>g a 3^iamlno-e-(23^lch- 
terophcrryO-1.2,4 trfaztno salt with an 
Isethlonate anion. 

a. a process as ctafmed in claim 4- wherein the 
reaction b carried out by eating a solution of 
the salt In methanol through a column of 
Isetttonate anion exchange resin. 

8. A process as claimed in dmm 4 or 5 wherein 
the salt b 3.5 dtomlno-8-fc3 cfichlorophenyl)- 
1 ,2,4 trtaafno mesylate. 

7. A process tor producaig an aqueous pttar* 



maceudcal formula Uon comprising 3.5-diamino- 
G^2,3^ch)oropheny[>-1 ,2.4-triazine iselhionat 
which process comprises dissolving the 
isethionaie in aqueous mecfia. 

5 

Revendicatlona 

1. LTsathtonate de 3.5-dlam ino-6-<2.3-did\toro 
jo phdny1)-1^4-trfa2me. 

Z C&tNonate do 3.6Kflamino-6-(2,3-dichforo- 
phdnyO-I^Atriaalno crfstetlin. 

/s 3t Compost savant la rovendJcation I ou 2. a 
utiliser en rrtectectne. 

4. Compose* solvent la revendiceUon i ou Z, * 
utiliser pour to traflemenl die I'dpiiepsJe. 

so 

& Composition phermaceuttque aqueuse com pre- 
nant un compose* suivant la reveodicatton 1 ou 
Z 

» 8. Composition pharrnaeeuttque comprenant un 
compose* suivant la ravendicatfon 1 ou 2 en 
melange aveo un ottuant ou aacchprenl pharma- 
ceutiquement acceptable, 

3Q 7. ComposMon stfvant la iwvondJcatfon 8, dans 
foquelle te diluant est una solution do dextrose. 

8. Composition suivant rune o^wfoonojue doa ro- 
vendEtflnons 6 & 7, a utiliser an m&JecineL 

as 

8* Composition suivant Tuna qveJcooojue des re- 
voneffcatfona $ d 7, h utilaer pour le tretement 
da I'^tepale. 

49 10» Procdde* da production d*un co mp oed suivant 
la revendcaffofl t ou % qui compmnd la reac- 
tion da la 3*e3*ntoo^>dk*ikx^^ 
1 j&ttfazlne avoc reside itfthfartique. 

4$ 11* Precede* da production d'un compose sutvartt 
la ravenotcaBon 1 ou 2* qui oomprond Ja reac- 
tion (fun sa) da 33*flamtno^(2.3<fcrfiJMT>- 
phoryi>-1A4-trta2ino outre quo fTsethtonate 
avec un anion isdthtonale. 

60 

Hevendlcatians pour (as Etaia contractanis aui- 
vants: AT, ES. QR 

1. Ptocddd de produc&on de I'isdthionate dv 3.5- 
38 dlariv^K)^S2><Achloropr^ 

qui comprend ia nlaction da la 3,5*dJamJno<6- 
(2>dkrhloroph8>iy1h)^.4^ avec racfde 
ls4tiik)ntQue> 
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2. Procddd stivant la revindication 1, dans lequol 
1e rapport moiaire de ra triazfne a I'acfde est 
de 1:3 ft 3:1. 

3. Proc^dd ojfvant ta revindication 1 ou 2, dm 6 
(equal te rapport motaire de la triazJnae 1 I'addo 
est & pou prsa de 1:1. 

4. Procftl de production de risSthtonato da 3.5- 

qui comprend la reaction d'un sal de 3.5- 
diamJno-e^a-tfcMoroph^nylM ,2,4-triajJne 
evec un oiioo te6ttiionate. 

& Prgc4d6 .eufvent la revondteation 4 r dans lequet rs 
(a reaction est execufcle par glutton d'uno solu- 
don du sol dans du methanol dans una* CO ton- 
ne d'uno (Mo* achangeira© d 'anions Isdthlo- 
nare. 

20 

6L Proo6d6 surVant ta rwendicaiion 4 ou 5. dans 
lequoi to sal est re mesylate de 3^-dJamino-6- 
;2£«ichtorophdrry1H ^4-trfarfne. 

7. Proc4d6 de preparatton d'une carnpotsftton » 
pftamwoeuGquo aqueuee comprenant de rte*- 
thlonate de 3>diarnirio-6-(2.3^htorophefiyl> 
1,2,4-rjfazfne, laquel procettt com pn md la dis- 
solution da nsANonatB dans un mJlau aqueuac 

59 

ArsspnDohs* 

1. 3,SOIanilffl>€<2> dte ft ton ^ 
trlazfrtlsfithlonat * 

2. Krtstamnee 3>DfamIrt0^2^<^Jonphanyf)- 
1 ,2,4~fj1aifnte3tMonal 

a Vorttftfang nach Anaproeh 1 Oder 2 zur Vet* «o 
wendurtg In dor Medfcin. 

4, Vorttndung nach. Anspruch i Oder 2 zur Ver- 
wandung bei der BohandJung von EpOops^ 

#o 

8L WSssorfge pharrnazeultsche Fdrmuferung un> 
iassend efoe Veronndimg nodi Anspruch 1 
otter 2. 

a Pharma2eutl9cne FormuDening umfassend « 
etrw Vecbfndung nach Anspmch 1 odar 2 In 
Mfccnung mil elnam pha/mazeutlsch armehnv 
baron VercSrinungernittal Oder Trager* 



7 rur Verwendung in der Median. 

& Pormutferung nach ofnem der AneprOcha 5 bis 
7 zur Verwendung bei der Behandlung von 
epilepsia. 

1a Verfahren 2um He rate] ten einer Verbfndung 
nach Anspruch i odar 2, das das Umsefeen 
von 3,5-C^ammr>6K2 l 3Kl^k3rpn^nylh1 J 2,4- 
tnazin mlt (sSthfonsgur* umfadt 

11. Verfahren rum Herat b lien etner Verblncajno 
nach Anspruch 1 Oder 2* dee das Umsetzen 
vines anderen 3.&4})amlno^(2 l 3<8crt(o7phB^ 
nyfH&^azlnsalz es aJa Is&thEonat mrt etnem 
fcgfthfonetanion umfs0t 

PatentansprOche <0r fpigende Vertragsetaaeen; AT. 
ES, GR: 

1* Verfahren rum Marstetien von 3^Dlamrno-6* 
(2>rJchlorphenv(H £4-Ha2f nlsSthioriat das 
das Umsetzen von 3,S4>lam/rv»-e^,$^lohtorp- 
henyfM 2,4-trfazln m(t tsIlhtonsJure umfnfli. 

2. Verfahren nach Anspruch 1, In dem daa Mofr 
vernSftris von Trlazfe air saum 1 : 3 bia 3 : 1 
betragL 

& Verfahren nach Anspruch 1 oder 2, in dam daa 
fttotarhfltais von Trtfcun zur 6SUir» ungetfihr 1 
; 1 bofrSgt. 

4, Verfahren lutn HereNen von 3^5-Otamlno^- 
P>dk^brphenyf>l A4-trtazfnisaimonal, dae 
das Umsefeen dries ^Q\amkyo&&Jfrd}- 
chlOrphenyrfl^Atn^hselm mft olnom tsi> 
hionsfiureenton umfaftt. 

5. Verfahren nach Anspruch 4 t la dem die Reak- 
tton durCh EWeren elnar LOsung das Seizes In 
Methanol durch sine tsfithioneianitviensAJstBU" > 
schatharzsfiule durchgefOhrt wlrcL 

. 8. Verfahren nach Anspmch 4 oder 5. In dem dad 
SaJz 3>OiBrnlno-6^3^chloiphwyr>1 £A> 
Hazinrnasylat 1st 

7. Verfahren ^um Kerstetoi ofner 3,5^t8mln6-0- 
^3^fichk»pheriyl>-1 ^,4^trlaasnis5wMonat urn- 
feasenden wSssedgen pharmazeutlGChen For* 
mullening, welches Verfahran daa Lfiserr dee 
. feltNoneto In rrfiseerlgen Modlen umfaJt 



7m Forrnuliorung nach Anspruch 6, In der daa m 
VerdOrrrvngsmlHsf elne DeKtrosefasung 1st 

a. Forrnuliorung nach afnem der AnsprfJche 5 bla 
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